This systematic review aims first to summarize the previous areas of application of computational fluid dynamics (CFD) and then to demonstrate that CFD is also a suitable instrument for generating three-dimensional images that depict drug effects on nasal mucosa. Special emphasis is placed on the three-dimensional visualization of the antiobstructive effect of nasal steroids and antihistamines in the treatment of allergic rhinitis. in the beginning, CFD technology was only used to demonstrate physiological and pathophysiological airflow conditions in the nose and to aid in preoperative planning and postoperative monitoring of surgical outcome in the field of rhinosurgery. The first studies using CFD examined nasal respiratory physiology, important functions of the nose, such as conditioning and warming of inspired air, and the influence of pathophysiological changes on nasal breathing. Also, postoperative outcome of surgical procedures could be "predicted" using the nasal airflow model. later studies focused on the three-dimensional visualization of the effect of nasal sprays in healthy subjects and postoperative patients. A completely new approach, however, was the use of CFD in the area of allergic rhinitis and the treatment of its cardinal symptom of nasal obstruction. in two clinical trials, a suitable patient with a positive history of allergic rhinitis was enrolled during a symptom-free period after the pollen season. The patient developed typical allergic rhinitis symptoms after provocation with birch pollen. The 3-D visualization showed that the antiallergic treatment successfully counteracted the effects of nasal allergen provocation on nasal airflow. These observations were attributed to the antiobstructive effect of a nasal steroid (mometasone furoate) and a systemic antihistamine (levocetirizine), respectively. CFD therefore constitutes a non-invasive, precise, reliable and objective examination procedure for generating three-dimensional images that depict the effects of drugs used in the treatment of allergic rhinitis. 
Introduction
Allergic rhinitis (Ar) is clinically defined as a "symptomatic disorder of the nose induced by an ige-mediated inflammation after allergen exposure of the membranes lining the nose" 1 2 . worldwide, the prevalence of this disease varies from 1 to 40 % 1 . The classic symptoms of Ar are nasal obstruction, rhinorrhoea, sneezing and itching in the nose 1. Subjects attempt to prevent Ar symptoms as much as possible by avoiding allergens and taking medication (e.g., intranasal corticosteroids, systemic antihistamines) [3] [4] [5] , as Ar poses great restrictions on quality of life. The cardinal symptom of persistent Ar is nasal obstruction. it can be assessed via nasal endoscopy, rhinomanometry, acoustic rhinometry and by employing visual analogue scales and patient questionnaires 6 . Among these procedures, rhinomanometry and acoustic rhinometry are established objective test procedures for evaluating nasal patency. in the course of rhinomanometric examination, transnasal pressure and nasal airflow are measured during the breathing cycle, i.e., inspiration and expiration 7 . in contrast, acoustic rhinometry depicts the geometry of the nasal cavity on the basis of reflected ultrasonic waves. By measuring the minimal cross-sectional areas, a computer-aided calculation can then be performed for the volume of one side of the main nasal cavity 8 . These traditional measuring procedures, however, show weaknesses and disadvantages. one such example, described by Clarke et al. 9 and Baraniuk
10
, is the minor or partly lacking correlation between subjective symptoms experienced by patients and objectively measured symptoms. Furthermore, correlation among the results from rhinomanometry, acoustic rhinometry and subjective test procedures (nasal sum symptom score, visual analogue scale) does not always prove to be reliable 11 12 .
The need for more precise techniques has encouraged the use of computational fluid dynamics (CFD), a mature technology employed widely in engineering to solve and analyze problems that involve fluid flows 13 . The mathematical predictions made via CFD can also be applied to nasal airflow. For the numerical simulation of nasal airflow, patients must undergo nasal computer tomography (CT) or magnetic resonance imaging (mri) scans 14 . many of the first flow simulation studies focused on nasal airflow biophysics 15-17. CFD has already been used for the flow analysis of pathological cases [18] [19] [20] [21] [22] [23] [24] [25] [26] [27] and has been proposed as a tool for predicting actual surgical outcomes using a virtual nasal surgery model [28] [29] [30] [31] [32] . A new area of application in which CFD technology has been employed successfully is the three-dimensional visualisation of the effect of medications applied intranasally to the nasal mucosa [33] [34] [35] [36] . The first aim of this systematic review is to summarize the previous fields of application of CFD (demonstration of physiological and pathophysiological airflow conditions in the nose, preoperative planning, and postoperative monitoring of surgical outcome in the field of rhinosurgery), while the second is to demonstrate that CFD also represents a suitable instrument for modelling drug effects on the nasal mucosa in three dimensions. Special emphasis is placed on the three-dimensional visualisation of the antiobstructive effect of nasal steroids and antihistamines in the treatment of Ar.
Previous fields of application of computational fluid dynamics
The applications of CFD were previously limited to the demonstration of physiological and pathophysiological airflow conditions in the nose and to preoperative planning and postoperative monitoring of surgical outcome in the field of rhinosurgery.
Demonstration of physiological and pathological airflow conditions in the nose
A suitable example of the three-dimensional visualisation of the physiological airflow conditions in the nose is the study by ishikawa et al. published in 2006. The authors investigated differences between inspiratory and expiratory nasal airflow based on CT images. They concluded that during the inspiratory phase, nasal airflow and its degree of turbulence in the middle meatus were much more prominent than in the expiratory phase 15 . Tan et al. observed comparable nasal airflow behaviour in a clinical trial. in the inspiratory phase, turbulence occurred particularly in the anterior part and at the bottom of the nasal cavity. During the expiratory phase, however, no turbulence was measured. The maximum nasal velocity was measured around the plane of palatine velum during both inspiratory and expiratory phases 16 . wen et al. also examined the physiological airflow conditions in the nose, and observed high velocities in the constrictive nasal valve area region as well as high flow close to the septum walls 17 . in addition, pathophysiological alterations in the nose such as septal deviation 18 21 25 26 , turbinate hypertrophy 19 22 24 , nasal bone fracture 20 , septal perforation 23 , deviation of the external nose 27 and their implications can be visualized by CFD technology. in the controlled clinical trial by Sun et al., for example, patients with nasal septum deviations were compared to subjects with no anatomical changes. Sun et al. concluded that by using nasal airflow simulation, it is possible to visualize the changes in nasal airflow caused by abnormal anatomy of the nose 26 . liu likewise demonstrated the impact of various forms of septal deviation on nasal airflow characteristics 25. Similarly, guo showed that the unilateral hypertrophy infraturbinal also changed normal anatomy and influenced aerodynamics of the nasal cavity. According to guo, these changes can have a verifiable effect on important functions of the nose such as humidification and warming of respiratory air, in addition to olfaction 22 . in a clinical study in five healthy subjects and using air-flow simulations based on CT images, Bailie et al. confirmed that the inferior and middle turbinates play a major role in the conditioning (warming up and cooling down) of inspired air. Furthermore, this airflow model might help to explain how wall shear stress occurring along the inferior and middle turbinates can cause epistaxis in little's area 37 . This clinical study thus substantiated the study results observed by Pless et al. in 2004, who concluded that the inferior and middle turbinates both play a predominant role in heat recovery during the expiratory phase. Furthermore, they observed that the areas with the greatest decrease in temperature were characterised by turbulent airflow 38 . likewise, Sommer et al. attached substantial importance to the middle turbinate in the conditioning and humidification of inhaled air 39 . in their investigation, ishikawa et al. addressed olfaction as one of the important functions of the nose. in a threedimensional airflow model, it was demonstrated that inspired air passed through a wider olfactory area compared to expired air. The sniffing flow, however, passed through the widest olfactory area, with no increase of velocity being observed in the airflow model. They therefore concluded that a recirculating flow strongly promotes olfactory function in the nose 40 .
Preoperative planning and postoperative monitoring of surgical outcome in the field of rhinosurgery
Another emphasis of CFD is the preoperative planning and postoperative monitoring of surgical outcome in the field of rhinosurgery. As early as 2000, Bockholt et al. investigated the possible benefit of using nasal airflow simulations in the area of rhinosurgery. They concluded that a preoperative, three-dimensional model of the nasal cavity based on CT scans can optimize surgical planning and thereby markedly improve the success of surgery 28 . in the clinical study by Xiong et al., CFD was likewise tested in the preoperative planning phase and during postoperative monitoring of surgical outcome. The postoperative outcome of patients could be simulated by visualizing nasal airflow before and after a virtual endoscopic procedure 32 . other research groups also confirmed the suitability of CFD for generating models that show both surgeons and patients the postoperative benefit of surgical procedures (rapid maxillary expansion 29 , turbinate surgery of hypertrophic turbinate 19 41 , septoplasty and partial lateral turbinectomy 30 ). A further example of the use of CFD technology can be found in the clinical picture of obstructive sleep apnoea syndrome. Airflow simulations were conducted in 2006 by Sung and Xu to obtain better understanding of the pathophysiology of obstructive sleep apnoea syndrome in children and adults 42 43 . Bimaxillary surgery (maxillomandibular advancement) for enlarging the velo-oro-hypopharyngeal airway constitutes the standardized surgical procedure in the treatment of obstructive sleep apnoea syndrome 44 . in a clinical trial by yu et al. involving two patients with sleep apnoea syndrome, three-dimensional nasal airflow was calculated based on CT images made before and after surgery (maxillomandibular advancement). Postoperatively, CFD showed an enlargement of the upper airway with balanced velocity and pressure conditions. The postoperative clinical results of patients (less breathing effort accompanied by better ventilation) confirmed the predicted surgical outcome 45. new fields of application of computational fluid dynamics A new area of application of CFD is the visualization of drug effects on the nasal mucosa via three-dimensional airflow simulations. in a clinical study, garlapti's group investigated the effectiveness of nasal sprays applied to nasal mucosa. Based on mri, it was demonstrated that intranasal medications such as nasal sprays are most effective when the patient actively inhales during application. Contrary to expectations, the position of the head had no decisive effect on the distribution of the inhaled aerosol 36 . Frank et al. added to this observation in that they acknowledged that head position affected the deposition of the applied nasal spray only in cases of low or absent inspiratory airflow 34 . Chen et al. also examined the effect of nasal sprays via CFD technology. in the nasal airflow model of their Chinese patient, it became evident that after functional endoscopic sinus surgery (FeSS), moderate inspiratory airflow and a particle diameter of approximately 10 -5 m improves the deposition of nasally applied drugs considerably 33 . Frank et al. concurred with the observations made by Chen et al. Surgical correction of nasal anatomic deformities (example.g. nasal septum deviation) was able to improve drug delivery on the nasal mucosa 34 35 .
3-D visualization of the antiobstructive effect of drugs in therapy of allergic rhinitis
The application of CFD technology is not only restricted to the visualization of drug effects in healthy subjects 36 or patients who have already undergone surgery 34 35 , but it can also be used in patients who suffer from the symptoms of Ar. The two clinical studies by mösges et al. described below, it was shown that nasal airflow simulation can also be used in the treatment of Ar. The aim of these trials was to verify the antiobstructive effect of a nasal steroid (mometasone furoate nasal spray, mFnS) and a systemic antihistamine (levocetirizine) on the degree to which the nasal mucosa swells under allergen exposure in a threedimensional nasal airflow model. These clinical trials were conducted as monocentre, onearm, prospective, phase iv therapy studies involving the same patient. This 37-year-old female had a positive history of Ar (confirmed by skin prick test and nasal provocation test) and was enrolled in the clinical trials during a symptom-free period after the pollen season. She developed typical Ar symptoms (especially nasal obstruction) after provocation with birch pollen.
The design of both clinical trials was nearly identical and is summarized in Table i . The trials differed from each other only in length: mFnS was administered for 14 study days and levocetirizine for 35 days. This differing study period appeared to make sense in view of preliminary studies by Bachert, Canonica, and De vos on the antiobstructive effect of levocetirizine [46] [47] [48] . T2-weighted mri was used to visualize detailed internal structures and restricted body functions. it provided a three-dimensional image of the nasal cavity, sinuses and pharynx, and allowed the assessment of nasal mucosal swelling. To perform a fluid mechanical analysis of the flow in the human nasal cavity, the surface of the region of interest, i.e., the volume of the nasal cavity, was extracted from mri data and processed in multiple steps 49 . Since mri measures the fluid characteristics of different tissues, the distinction between bone and air is generally difficult because they contain no or only a small amount of fluid and give a similar mri signal, i.e. these areas appear black. To allow a better interface detection, blurring was reduced by sharpening the image, by applying a 3 x 3 x 3 convolution matrix filter, which emphasised the voxel differences depending on the 3 x 3 x 3 neighbourhood around the centre voxel. This supported the manual segmentation of the nasal cavity by an experienced enT specialist who examined each slice of the three-dimensional image and identified the region of interest (roi) with a digital pen tablet. The image was then further pre-processed at the institute of Aerodynamics of rwTh Aachen university. A seeded region growing algorithm 50 was used to identify the previously detected roi by placing seed points inside the fluid volume of the nasal cavity and recursively descending in the neighbourhood of them. The identification was based on a lower and an upper threshold depending on the assignment method used by the enT specialist. Based on this segmentation, the marching cubes algorithm 51 was used to extract the surface of the nasal cavity yielding a three-dimensional triangle representation. This algorithm is based on an intensity detection along voxel edges and defines vertices along these lines by a bi-linear interpolation between the intensities at the corners of the voxels. A set of triangles was defined for such a vertex configuration, taken from a configuration table containing 256 possible combinations. in a post-processing step, the surface was smoothed using a windowed sinc function 52 , removing high frequency noise in the Fourier space by applying a transfer function. in a final step, the surface was split into multiple parts. The nostrils and the throat were separated from the rest of the nasal cavity and were smoothed with a laplace filter until convergence. This filter relaxes the mesh and iteratively moves all vertices into one plane. This step allowed the proper application of the boundary conditions in the flow simulation. Based on this model, an automatic Cartesian grid generator created the computational mesh. A minimal bounding cube was initially placed around the surface. This cube was then continuously split into eight smaller cubes until a userdefined level of refinement was reached. During the splitting process, cells outside the fluid domain were removed. The simulation was carried out using a lattice Boltzmann method and was performed on grids containing about 20 x 10 6 cells. As for the imposed boundary conditions, a no-slip wall condition proposed by Bouzidi et al. 53 was used. A volume flux of 125 ml/sec was prescribed at the inflow boundaries with a von neumann condition for the velocity. The density was extrapolated in surface normal direction by applying a Dirichlet condition. The outflow boundary condition was based on the formulation by Finck et al. 54 and imposed a constant pressure and extrapolated the velocities. The reynolds number, based on the mean hydraulic diameter of the nostrils and a volume flux of 125 ml/sec, was calculated for all nasal cavity geometries to guarantee an equal volume flux in all cases. The results of nasal airflow simulation for the mFnS study are depicted in Figures 1 and 2 . Figure 1 shows the direct comparison between airflow conditions in the nasal cavity without mFnS use before and after allergen provocation. Prior to allergen provocation, two opened airflow channels were visible at the entrance to the nose and the flow velocity was high. After nasal provocation testing, however, only one airflow channel was visible and the flow velocity was considerably reduced. This observation is consistent with a marked swelling of the nasal mucosa, triggered by exposure to birch pollen. Figure 2 shows the comparison of the nasal flow conditions under mFnS use before and after allergen provocation. Following a 14-day application of mFnS, three airflow channels were clearly discernible prior to allergen provocation. After provocation with birch pollen, the nasal volume flow was in fact reduced, but the decrease was considerably smaller. it therefore became apparent that the antiobstructive effect of mFnS on the degree of swelling of the nasal mucosa, already demonstrated in numerous studies [55] [56] [57] , could also be verified through nasal airflow simulation 58 . The streamlines in Figures 3-6 provide information about the distribution of nasal airflow before and after allergen provocation during 35-day treatment with levocetirizine. The streamlines originate from the left (left image) and right (right image) nostrils, respectively, and proceed toward the pharynx. in particular, it became evident that in the nasal geometry from visit 2 a considerably larger volume flowed through the middle airflow channel before allergen provocation than was the case after provocation. when comparing the streamlines with those from visit 4, this difference was hardly discernible. in both cases, air flowed through both the lower and the middle airflow channels. The difference between the streamlines showed that by using nasal airflow simulation, a reaction of the nasal mucosa in the form of obstruction could be demonstrated following allergen provocation. Furthermore, nasal obstruction diminished over the entire study period of 36 days. Therefore, the antiobstructive effect of levocetirizine on the degree of nasal mucosal swelling, as previously described in the medical literature [59] [60] [61] , could be clearly verified by nasal airflow simulation.
Conclusions
leong et al. have already recognised the potential of CFD technology in a systematic overview 13 . The present study confirms the results by leong et al. in 2010. up to now, nasal airflow simulation served to demonstrate the physiological and pathological airflow conditions in the nose as well as aid in preoperative planning und postoperative monitoring of surgery outcome in rhinosurgery. Previous medical literature likewise shows that nasal airflow simulation can also be used successfully in obstructive sleep apnoea syndrome. A new development, however, is the visualization of drug effects on the nasal mucosa via CFD technology. in the beginning, its application was limited to the three-dimensional visualization of the effect of intranasally applied sprays in healthy or postoperative patients. The present review shows that nasal airflow simulation can also be employed effectively in the field of Ar and in treatment of its cardinal symptom of nasal obstruction. The two aforementioned clinical studies by mösges et al. demonstrated the antiobstructive effect of both a nasal steroid (mFnS) and a systemic antihistamine (levocetirizine) on the degree of nasal mucosal swelling in a nasal airflow model. Therefore, CFD constitutes a suitable tool for the three-dimensional visualization of drug effects in the therapy of Ar.
